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(54)TitIe: PEROXISOME PROLIFERATOR-ACTIVATED RECEPTOR CONTROLLERS 




(57) Abstract 

Peroxisome proliferator-activated receptor (PPAR) controllers containing as the active ingredient compounds represented by general 
formula (I), salts of the same, or hydrates of both (wherein each symbol is as defined in the description). The compounds exhibit control 
effects against PPAR and are therefore useful as, e.g., antihypergiycemic drugs, antihyperlipidemic drugs, or preventive and/or therapeutic 
agents for metabolic diseases such as diabetes, obesity, syndrome X, hypercholesterolemia and hyperlipoproteinemia; hyperlipemia, 
arteriosclerosis, circulatory diseases, polyphagy, and ischemic heart diseases. 
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V*T, ^rt$##:-C*^^;V*^vV-AiiJ@^feM^#: (Peroxisome 
Proliferator Activated Receptor J P P A R t PfrlBi" -6 o ) i 5 ftT 

*tT V>£ (J. steroid Biochem. Molec BioL, 5J,, 157 (1994) ; Gene Expression, 4, 281 
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(Endocrinology, 122 : 4189-4195 (1996) ; Cell, £2 : 803-812 (1995) ; Cell, 82 : 813-819 
(1995) ; J. BioL Chem., 22Q : 12953-12956 (1995) #J8) 0 tot, PPARy^ 
¥f&tt£i#*$«PPAR y t§14« (7=f-*r) 14, jfiuB»T#J^ J: tf/ 
15 Zt:\m%&TMblX%mx*$>Zt%Z.btiZ 0 tit, PPAR 7 7^-Xh 
tiP PAR 7 S AJit^. i H^^TV^ (Genes & 
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20 TSJ£ LT&<b;MTV>£^ 
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i: ^^JWLTV^(Nature,i4I:645-650(1990);J. Steroid Biochem. Molec. Biol. 5i : 
157-166(1994) ; Biochemistry, 22 : 5598-5604 (1993)$ffl) 0 ZHb<DZtfrb, 
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7 4 7V- Y&it&Wtffti&ttL n SPPAR« %®fo<D®mMte, fltfg&Tft 

PPAR atf®5?Z>!k®l%&t LT, WO 9736579^ 

5 BJ«B#(c ttSMSmB L T v>£ £ £ £ ft£ 0 * fc, j. Lipid Res., 22, 
17-30 (1998)iCli P P A R a SWfcOflSttftfc J: ^ T^jK V (HDL) 3 

P*Tn-^_L#H1M8, -e-LT, Mg'J^Sfi (LDL) 3 
MftV.tffie (VLDL) nl,7fo-;K Sfctcii by ^y*y KOfiTA* 
ffl=Sr^LTV^C:i:^^$tlTV^ 0 Diabetes, 46, 348-353 (1997)1:: li 7 'f 7 

j v >mm<o&wim«> hntz msz *itv>& 0 fctppARafi 
it*mmttz>T=r-z h^pp ar «ses#oiim^ii-r^ ppar « 
M»»tt»*MfcT#k mmfo.m%immtLx%mx'$>2>\ifri)'cti:<^ 

(HDL) 3Wfo-)«|, &%mV#W& (LDL) 3l/7f 
15 n-^jsiOVS/cttjrsffi^gytfgS (VLDL) 3l/^7n-;K0«», 
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hNUClB (t: bNUC 1 t 1 7^ y^^PP AR-9-7^7) i*thP 
P A R a > l/-fe 7* - O^fSte* nUX % £ £ t £ *tT 

25 V>£ 0 Sj£-CfiW0 9728149 f!|||i:^V>t, PPAR <Jlc&JtKjgV> 

&#ntt«L, PPAR5£Wt(cfcftft-f<Mt;'£% (7^*M ^HffiSft, 
$£«ft^fc£-WHDL (f^ffiV*H£) 3l^^xn-;i/±#fpffl^^ 
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5 3) C2~6 7^-l/>S^U 
RMi 
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1) C 1 ~ 1 4 7M^ 

2) C2~67^-;Vi, 
10 3) C2~6T;W4r-« % 

4) Kvyygl^ C2-67^-**ifcttei 
-4 7^3^'>l*t)I^W, 1 ££(±2lB<7)e&&-egi&£ixT 

v>tuwc3~i4 ^ \*%m>fm * tz \isfmi <omm. 

15 5) a^K^*fctt«IIS?*lfl^1-S4--7^©*l|O^TO|RS:a 

ii) A* ? C 1 ~7T)V*l'y&ttzttC2'~6 7)l>?-l'y&Z%t>tWiG; 

1) />ny>B?, 
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X 2 ti 
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R 2 li 

( 1 y&m=f-. 

(2) C l~4 7J^;i'I> 

(3) 0 2-67^-^ 

20 (4)C2~67^-;H, £fc»± 

(5)TIB (i) ~ (vi) *»fe«R$*l*l«©*TWfc**ifcCl-4 7JI' 
C2-6 7;^-;H, f £{±C 2 ~ 6 7^*-^iS:^L : 
(i) -COOR 6 S (&<K R 6 {±*i£Ji!H\ C1-4 7WI, t/cti 
- (CH 2 ) .j-CONR'R 8 ! R 7 isJ:lJ f R'li**i-e**UBl£ 

tRtimmt&mm+t-mttvx, - cr 9 ) ml s (*<k r 9 

t tz\±C 1 - 4 Tfr**&*&t> U m 1 li 1 ~ 3 
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(ii) -CH 2 OR 10 g (£tk R^fcfcfcSEJE*, Cl~47WiJ/:li 
5 -COR 11 * R^itC l~4T)\s*fr&*mt>to)*Ut>to), 

(m) -CONR 12 R 13 i R l2 t5XVR l3 it*ti?im&LX* *ft 

ci~4 7;v^;H, - (CH 2 ) „ 3 -COOR 14 | 
R I4 tejc3Wf-*fcttC l~4 7**A'3fc*&:bU n3fil~4<9& 
»***>"T. ) , Sfcli- (CH 2 ) n4 -CONR ,5 R 16 i 
io R 15 £J:rFR ,6 tt*ft^8d5aT, 7fc«T-££f±C i-47;K;i- 

&*£*rr*\ R i5 tR i6 ii^-r^^m^t-^tc^o 

t, - (R 17 ) m2 g (£<K R 17 li^c*^^^l±C 1-4 7^^1 
Sr^frU m 2 til ~3<Di^ifoto ) "CHifeSJtTV**, g^ig 

i*3tii2ffl> aMtttmrnsitt i®?o*t:it&mm*£& 

n 4 tel ~ 4 ©H&^fcto ) *£*>U *&v>l±, R 12 £R 13 lig| 
to ) , 

20 (iv) 




25 *M^il6*S^*^3fl^-r4 4~7a^*5l©f^JO^"rn 
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(v) ^uyy&=f-, Cl~4 7;^;vl, C 2-&TP^r-)vmttz\tC 1 

~4 7;V3^yi^t,I|?$^ > 1 ££ii2li©g-Cg&$;h/tV>T 



(vi) ^MU^ \m*t%1rz> 4-7 I^AfDl) , 
R 3 (i 
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to ) , 
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5 R 21 (i. 

( i y^mm*. 

(2) C1~47W1, 

(3) Cl~47;l'3^^ 

(4) C 1-47;^^^ 
10 (5)*®^ 

(6)t Fo^y (Cl~4) T)V^)U^ 

15 (10)- h ng, 

(11) 7 

(12) ^ 

(13) C l ~ 4 T/w^/kx/i'? -f 
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20 (15)- J - R 22 & (&#. J{± 
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(ii) C1~47;^U>S, ^7^l± 

(iii) C 1-47^1/yt^vl^U 
R 22 ii 

25 (i) -COOR 23 ^ (&4\ R 23 I±^M^ C1~4 7K;H, 

t^ti-CH 2 CONR 24 R 25 ^ R 24 i5i tFR 25 ^-?-^ 
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R 23 fiffEi:iWH:iSi*$r^t)1-o ) , 
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C 1-4 7*3^ -OCOR 32 ^ R 32 tiC 1-47^ 
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* l±>F«&fD©&3lSat 1 C1~47M1/>|, 

(4) C 2~6 7;l^-l'>&£^;bU 
R 29 fi 
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(4^ny>gf, Cl-4TWi, C2-67;^-;H, Cl 
~4 7^3 + yS, -OCOR 32 ! R 32 ME£|HJC^i* 

*&t>ir. ) % -ocoor 33 * R 3z \mmtncM.m^ 
mt>to ) i^ti-cooR 34 * R 34 (±ifieti^i:^^ 

5 ^frto ) 'l4fctt2*reWfeS*L"CVT*J:v» 

c 3 ~ 1 4 cisj tz\±&%k<r>m\ t tz\±^mu(oRmn. t tut 
( 5 wmm* t tz i * , t it &mmm=? t 

ii) Lri s C l~4T^l/>I, ^ny>fif, ?m&. 
io C2~6 7;i/^r-;H, C l ~ 4 T^^vS, -OCOR 32 

& R 3 2 liffifBfc R CSfttSfct. ),-OCOOR 33 I(S 

*> R 33 JifffBi:^i:^5r^to ) ££fi-COOR 34 * (&<K 

R 34 iifrietiwii:i£i**^t5-r 0 > ^f>i§iRSft&> i 4fcwt2«© 

^•CE&SftT V>T<*> i V>C 3 ~ 1 4 O^^t tztt0>m<D&%\ 

(2) C l~4 7;^^yS, 

(3) C 1-4 7^^*1, 

20 (4)-OCOR 35 * R 35 UCl~4 7WS^^fo ) , 

(5) -COOR 36 g R 36 ii7Kmm^t1z\tCl-47)V^)V 

(6) ^nr>K^ % #Sak C1-4 7WS, C2~67^- 

C1-4 7;V3+^ -OCOR 32 * (2£t\ R 32 fi|J 
25 !Bi:|SIi:^l*S:^1-o ) , -OCOOR 33 (£*k R 33 JifflB 

tHM^Ifcto ) 2£i±-C00R 34 * R 34 « 

Etrai:s**^t>i-. ) frbmiztiZs i£tz\t2®<D&? 
i^?ntvTU^c3-i 4 <D%. : m£iz\*&m.<Df&m 
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R 30 (i. 
5 (DtK^W, 

(1) C3~7^^D7W$, 

(2) 5-71^7^ vyn*nt>L. 

10 R 3, fi. 

( 1 yktmrt- , 

(2) -COOR 37 & (£»k R 37 J±7MftIB% Cl-HTWS, 
C3~7*>*n7**;i'3fcirt:tt- (CH 2 ) n6 -CONR 38 R 39 I 
.(36*. R^ir/R^ii^ft^ti^LT, *3fcfi^£fcfiC 1~ 

15 4T^^;U*«r^-r^\ fc£v>{±, R 38 fcR 39 {±^-t>6^JI^- 

i-SfC^ot, - (R 40 ) m5 g (&+, R 40 li7K«^t^{i 
C 1 - 4TJV^l^ifeU m 5 3 ?>&&£^;trr„ ) T 

1 * r o * ttSS * Hi ^ fc » £ #f|- 3 IS^Tf & 4 - 7 .i <9 
20 mk<om\<D^7-vm.*%LbU n6lil~4«^t, ) * 

mt>-to ) , 

(3) -CH 2 OR 41 I (36*. R tl i±&m®=f-, Cl~47;^JVi 
2£fi-COR 42 & (3fc«k R 42 titC l-^T/Mr/^fc^fc-fo ) 
£3cfc>-f „ ) , 

25 (4)-CONR n R u I (&4>, R 4 3 j3 XVR 4 4 li^ft^Mi: LT, 

fcmWL^ C1-4 7WI, - (CH 2 ) n7 -COOR 45 g (£ 
*K R^lijfcSHg^iifcttC 1 -4 7Wli^U n7lil~ 
4<7)&mmt>to ) ifctt- (CH 2 ) nJ -CONR 46 R 47 I (31 
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7fr*n>&*%.t>+fr* **v»tt, R 46 1 R 4 7 liB8t*a* 
jg*fcH&fc**T* - (R 4 8 ) m6 g R 48 tt> 

7^m^O&*fl<^rog|*a*>U n 8 tt 1 ~ 4 OSIgc*^fc> 
to ) *&b*. ) , Sfctt 



U m7ttl~3©SE»*£*rfo ) t**>U 
n 5{iOS?t(il -4©H»*^fc-r 0 ) *^ir*-jft\ fc£V>fi 
3) X 2 #-NR 2 -**iMrf EtR 2 ^tLf,i:^1-^,^M^^-' 
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n 1 fi 1 ~ 4 <DmL*Mt>? 0 ] 

•C^?a^,'fb^> *"*i«b«>##ffiE, ^^ibO^'hJ-lID^ ££li-eti<bO7kf0 

U ^JfiL£E^J{i^<o ) isitf 
10 2) N-rf;V-N- [ (2* - (lH-f h77-^-5-'f;V) -1, 1' 
-tT7oL^;i/-4->r #;w*? l b^v*;i/^-;i/-2 

N, N-ex (2-^ h^rV7>;l/?K-;i/X^;l/) -N' -^^-N' - [ (2* 
- (1 H--r Y7^-)V-5-4 ji>) - i, l' -e7x-;v-4-^f^) ^f- 

20 If, r^*;u^ x 7;w^-;^ 7;V3^f->I, 7^*;i/f-«, isicr^* 

E , Z £ J: If E Z m^-C* -5 *> <D *&tr 0 i iz, 7 fr^fr&tffttet 

(I) R^itFR 37 ^ ioTifc^^C l - 1 4 7;^;HJ: 
25 fcU *f-/K xf-JK 7"n^K 7f-.>K Mv)K 

-JRA (I) «k R\ R 2 i5<J:^R 29 ^J;o-C^t»?tL^C 2~67H-^ 
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2-6 7^^-;^, R 2 lz£^X%t>ZtiZ>C 1 ~4T*^S, C2-6 7 
;i/>$r-;i/*3:£JiC 2 - 6 7 Ar*-*&KWMLX\f*& C 4 - 7 O^^HOg 
tfcgi: LTOC 2-6 7;^-;^, &*VL£XoXXto*tliC 1-4 7* 
5 ^rl/>$i:I^UV^C3~l 4 O^UtSstOfi&gfc LTOC2~67^ 
-^tti, ^x-;K yn^«-;K ^f-iK ✓of-^K ^•fe-A'&iJ J: 

HftS (I) <K R , *iO f R 2 JCJ:oT^t)$iiaC2~67>u+-/»'*ktt, 
ynif-;K ^v-^toi^eift^ll 
10 ft#g-C&& 0 

-ft^(I) «K R'fcJtfR 29 ^ J:oT«?fL<SC3~l 4©#»ifctt 

0>m<o$m $ tz it^ma <DR$m, sxvuzx-o x&t> ? c 1 ~ 4 7 

UtLXit, Mz.\Z, i/trvofitju-y^ ^y^y y -f-y^l^y^ 4>T>* 
15 7X1^ 7)Vjr\,y^ 7itVH/V, 7>hy-b>, 7-b^7^1^> > tf7 

yo/N->. ->*P7**;/ % 7y?y9ym&&mfhti2> 0 
HR3* (I) >K R'KioT^^naailgt^ifettttjtlg^^liH^ 
20 n4-7lO$l^fDStUli, W£lftrn-;K 7 

Wz-\£, fo'J>, fnvv> % t^t;y- A f-7>^) iflf?, 

HfcsS (I) »k R»i5J:U f R 21 tcJ:oT^$ti-5^ny>^ R'jSJtf 
25 R 29 K ioT|ifc>£*i£C3~l 4©M£S|OE&gfc LT^ADy>H^ 
R 2 KioT3Efr£*L£C l-4 7^i, C2~67;U^-;i/^^/cl± 
C2~6 7;U^-;i/*tCfi^LTV^C4 ~7<7)^^(7)g^t LtO^D 
r>M^ XlfLtZ J:otIb?tiSC 1 ~4 7^*l/>^CfiftLTV»4 
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C3-1 4<D&.3m(DW»&bLx<D»ur>m=f-t\±^ 7?m. 

-*5$ (I) *K R\ R 21 &XTfR 2s lzX^xmt>2tlZC + 

5 Cl~4T;U34rv^ RMCioTiEfcSft&C 1~4 7;^;H, C2-6 
T^^g^fcliC 2-6 7;l'*-;l^fc:©& LTV> £ C 4 ~7«^» 
fHStLt©C 1-4 7^^1, ^iaCioTl^JWC 1-47 
fr*V>mzW&LX^Z>C 3-1 4<0^flwHm:Lt^C 1-4 7* 

10 0 

-$5$ (I) *K R\ R 21 £«J:tfR 29 *cJ:oT^:b$ft&C 1-47W 
1-*&t\i, 7^ )V?*&£ XXfZ.it 

(I) R 29 &C«toTa*>$ft£Cl-l OTfrZ-fr&btt, 
15 x.i-)v^ 7n£/K 7f-;K ^>f-;K 

(i) R^Kx^xutiztizmmTztzimmm^imztt 

20 (09x.tf, *^V7>, **-9">, ^7>^) 3& ? Wbft*o 

-JKSS (I) *K R 29 tc«toT^t)$^^®^t^JgiF^Hi-fo^ 



-tffc* (I) R 2 > R 


\ R 5 


> R\ 


R\ 


p 8 P 9 p 1 0 P 11 P 12 


R 13 > R»\ R'\ R 1 6 y 


R l \ 


R'\ 


R 19 


p20 p21 D 23 p24 


Jj25 R 2 6 R 27 R 28 


R 3 \ 


R 32 , 


R 33 


„ R 3 \ R 3 \ R 3 \ R 3 \ 


R 39 % R 40^ R 4^ R 42^ 


R 4 \ 


R 4 \ 


R 4 \ 


R 4 \ R 47 , R 48 £J:tfR 49 
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tC«fco-C^fc>$tt£C 1-47^^1, Ri&XXFR 29 ^ XoXmt>ZiXZ 
C3 - 1 4<DBt9m<OW&&t LX<DC 1 ~4 7***2k R 2 K J: oTlttJ $ 
tlZC 1-47^;^ C2~6 7*^-*g££(±C 2~6 7**-*i*fc 
m.&LX\ f *Z>C4~-7<Dmm<OW&&t IX<DC 1~4 7^;H, SXVL 
5 faot^t>?il5C 1-4 7^1^^ tCg^LTV^C3 -1 4 

OS&^i: LX<DC 1 ~47***&fcli, ;*^*> xf;K 7nif*, 7^* 

(I) 4>> R 3 McioT^;b£ft£C3-7©v?n7***gi3itf 
R 29 -L- tR^^-e^^^^-T^^IS^t-^^^oT^^I-CS- 7 
10 n7***gt ft, y^DyDtX y^nrf;k v^n^?>f-;K v 

^ d /\ * v * £ ti v ? n ^ ? tf * h „ 

15 — ttS (I) «K R 2 K«fcoT^:b$*l&C 1~4 7^;H> 02-67^ 
^/USSfcttC 2- 6 7**-*&Kffi&LTV>£C 4-7 ^f-^^^OJ 

20 — iSW (I) «K R 2 t,z£oXmt>2ilZ>C 1 -4 7***36, C2-67* 
*-*£$£« C 2 - 6 7**-*gKg&LTV>;z>g3tji^£ i * 

HBsS (I) t\ 



25 
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-©- 



teXVR'tRK R 1 5 R 1 6 N R l2 tR 13 ££VR 3S tR 3 \ R 46 tR 47 tf 

mmm* 2*t im*tz immm* i m t mmst* 2 m & 

JUM Knr*lf>, -f?r/'jy>, t^V'JyV, ^i/tKDyy-feM^ (tf 



15 KJ:oT£fc3*i*a*irj-i Sfctt2fl % aSES^Ffctt*®^* HB-fo£fc 

as*®* t Kstfi^o-frw-** 3 m l < t , g«ir^ 2 1® £ satjR^ 1 

IB 4 tt ? 1 10 1 Kllf 2 m t**t * 4 ~ 7 * O^^fi&^O f 

>KV>. 1, 2, 3, 4-th7tKn+ytj>, 1, 2, 3, 4-f !>7k 
20 Kn^y^V'A 2, 3-^kKD^>r/-;K 2, 3 -v*fc Ko^>X-f 
3*V->K 1, 2, 3, 4-fh7tKn^rtW>, 1, 2, 3, 4-ff 
7tFo-»yp, 1, 2, 3, 4-f b7tKD^y^tr/, 1, 2, 3, 
4-7f7tKD7^7y>, 1, 3-**W-2 t 3-ytFn^7f>, 
1, 4-**1Mf-2, 3, 4-h'Jli Kn^^l^ 1, 2, 7iW7 
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If- 2, 3, 8-hnKDt7?U>, 1, 4, 2-v r **-9-T-2, 3-5? 
Xf-P^, h'J^fV'A f h7^fU>. ^^^l^ ^^r-t^f-l^^^ 

HteS; (i) 



c i o x Wo $ tn mmw^ * i m^-t h 4 ~ 7 A ^^O/FtaW n % 

-to ( I ) 



20 -JKSS (I) 4\ R 2 Mc«fcoT^:bS*l£fc KO*v (Cl~4) Tfl^Vg 
25 
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(I) t\ R 2l K£^xmt>ZtiZ>C 1~47M^V7^^SJ: 
(i, ^^ L ;i'^;i'7'f-;^ jn^i/Tj^-f-^ yDt>^;i/7^f-;K 7*f- 
;i/yuv 7 -f - i £ ft <b o^ttftg-C h h 0 

(I) *, R 21 HioTmt??ti>&C l ~4T;i/4r^;u^^;i/^tli, 

(I) «K J IC J: o"C^t>£ft& C 1 ~ 4 7^^r U V^^v'St (i> ^ 

£ J: tf£ ft h <Dm®fc&X& & „ 
10 R ' — At Ltli, $J£ L< liC 1 - 1 0 T)V*)Vmt fzliC 2 ~ 1 0 7;^ 

X 2 t LT, L< liNR 2a £ (&*k R 2 M±tK*K^ f&tt&l):*:!* 
COOR 6l l R^iiAmW^itziiC i~4 7;^;H^to ) 
®&$ft£C i~47Witifcto ) i»)ltfiL; 

15 <liNH&-T*£& 0 

EfcLTii, #*L<tt 

1) C 1 - 1 Or***^ 

2) »ur>m=?-, ym&, Cl~4 7;^;vi, C2~6 7;vt-M> Cl 
-4 7^a^>$, -0COR 32 !, -OCOOR 33 *t^{i-COOR 34 S 

20 r 32 , R 33 ^ii^R 34 ii. mztmmmzufr-ro ) frbMinz 

ft*, l ££ii21@og-eg&$fto*T i> £\,*y ^-jv&ssxv/i fz\i 

cooR a ^ (&*, R*\tfrmwL*ztz\*c i-4 7)^^^imt>to ) -ea 

&SftfcC 1-5 7^^1, 

3) C3~7y^n7J^S, 

25 4) l$?ztt2m<DR 2i *&xm%!:2tlX^Xi> J:v\7x^Jl/$ (&*, R 21a 
l±R 21 fcl^Clcl!fc£afc>-t-o fc/!.U 2liOR 21a g-eg&£ft£*§^ 
#R 21a &li|igi:-THII&oT*>«l:v\ ) Xi>^, X *)ft* tv>Et LTJ±, 
1) C 1-77WI, 
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2) 7x-;w*i3J:y f /*^liC00R a S R'&&mWL=F SfcttC 1 ~ 

3) C5-7->?D7W4, i£l± 

4) C1~4 7M;H, Cl~4 7*3^yl, Cl~47WftI, ^ 
5 nyvgf, -ful, -COOR 23a S (36+, R 23a Ji7fc3tJiH\ Cl~4 

*HWCfflv>-6HRA (I) ^Sft-Mfc^^*,, R'-A, X'SJlf/ 

10 *3W3^fflv>*HR* (I) -C^?^S*«=5:'fk^^Jt LTJi, Hi&fll 
KfBifcLTMl;^ i3 i 6-184086 X 6-211814 ^«B#fc 

fb£-%l IN- (l-*m->-2-^WoifA/) — N' -2-70^- 
15 >-N' - [ (2* - (1 H-r h 9*/-*- 5-**) -1,1' -£7x- 
- 4 - -f ;W) ^ *}VT 6-184086 ^O^Jfe^ 4-39 ^M.V>it& 



ik&%}2 :N-7x^-N' -yf-^-N' - [ (2* - (lH-rh^V 
20 «-;v-5-^f;w) -1, r -e7x^;i/-4-^;i/) ^7 (#8§¥ 

6-184086 ^-<D^ife09 3 - 2 4fB«W>flte»fc«3lD 




N-NH 
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N-NH 



ffc£*3 :N-y^;u-N- [ (2' - (ih— f>9»/-^-5->f*) - 1, 

-2-7x^xf;l/XXfil' (fcifc1-*&ifc«2Kffi£) 




N-NH 



-fb^4 : N-7^-N' -^^-N' - [ (2* - (lH-fb?'/-* 
-5-^f;W)-l, l'-tT7Jc-;l/-4-^;W)^f-;i/] 7 6-184086 
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o 




N-NH 



<t&®}5 : N-^^n^^->;i/-N' -Tf-^-W - [ (2' - (lH-xh 
yV-fr-S-j )V) -1, l' -t'7x-^-4-^V) tf-fr] *?V7 (# 
6-184086 ^(D%mm 3-68 fe&Ofl^Kffia) 




N-NH 



<fc^6 : N- (2-* h^y7x^) -N' - - [ (2* - (1 

H-f h7V-;i'-5-'f;v) -l, l' -e7i-;v-4-^f^) ^f-AO 

^ 7 (®m¥ 6-211814 -^OHife^ 3-3 BWWit&®lZl®m) 




N-NH 



25 



WO 99/12534 



PCT/JP98/03930 



7 : N- (2, 4 -> f 7;i/^-n-7ji-;i/) -n* -rf-^-N' - [ (2' 
- (l H-r --f;u) -l, i' -t:7x-;u-4 -4*) ^ 



H,C 




N-NH 

5 it&tylZ : N- (2, 3 -V* f^7xi^) -N* -7*f-^-N' - [ (2' 
- (1 H-x h7V-iV-5-'f;l') -1, 1' - tf7^^;i/- 4-<i)V) ^f- 
(#^¥6-211814^Hife^l3-8E«^l:^lCffi^) 



H a C 




N-NH 

: N— (2-yo^7x^i/) -n* -7f-;w-N' - [ (2' - (1 
10 H-f h7V-;v-5-'f;W -l, r -tf7x^;u-4--f;u) 7 

(^^^ 6-2H814 ^wnmm 3-14 iBft^b^icffi^) 
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Vnh 



it&%3 1 0 : N— (2-xf^fy7x-)V) — N' -^^-N* - [ (2* - 
(1 H-r h7 , /-^-5-'f^) -1, 1' -t'7x-;i/- 4 ->f;i') ^f-;u] 




N-NH 



it&lfil 1 :N- (2--fn7x-;v) -N* -y-^-N' - [ (2' - (l 
H-r h7 s /-^-5--f;w) -l, r -if7x-^-4-^;u) -? 

1^7 6 .2ii8i4 ^ommn 3-22 Emoft^cffis) 
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it&fyj 1 2 IN- (4-ih*->*W-^7i-M -N' -T^-N' - 
[ (2' - (lH-fh7y-;l'-5-'f;i/) -1, 1' 

o 



H a C 




N-NH 

lfc£-|U 3 : N- (4-^f;l'-2--bo7x-^) — N' -^f-^-N' - 
[ (2* - (1 H—r h 7^-^-5-^^) -1, 1' -f7i-;i'-4-^ 
*) -)P7 (#^¥6-211814#©Hi&0!l3-2 7E«^fc^^ffi^) 



H a C 




N-NH 

tt^l 4 : N, N-fcf;*. (2-^ b*->#;i/**-;Wcf-;l/) -N* 
10 N* - [ (2' - (lH-fh7 , /-^-5-'f^) -1, 1* -t'7x-jl/- 
4— f)V) ^l^T (»t*3lM!l2 (1) £m) . 
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0 o 




N— NH 

*»WT»fflV».5HB^: (I) ■Cm^tLiit^mH, 6-184086^, #B§¥ 

6-21 1814 J: W M*? 4-300859 (*fio 3-D-; /«|$ttttlfi&B8 490820 -£) 

15 o/<>f^7?>, ^>y>7rA 7x^.WrA tf'OJ^V, t;x^ 
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-jRS: (i) x-mztiz^wx-m^zitsm, ztib<D#m®&. znbo) 

n-;l/±^K LDL3Wfn-;^J:i;/J/;liVLDLnl/7fn-^ 
15 fRptc. (i) t^JfiJ^^v^ft^ **t * 

mm 
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S4*i±> ftfi, m®%. mm, tmmmmzx vmzz 

tf.M'B, J&A-A&fc'K ldlKo^ l mgfrh 1000 mgOfSHt, IB 
<b 1 0 0 m g OffcH-C, 1 B 1 [l!^£fcIl;8M£P&4 Wt t < li, 

ioi9^@#«^tci5v^-cii, T>ti*tz\±%ii&±.<DmmomK 

20 oX, MAl^fTV >$v^*'>?A<7)J: ^ =5: 

25 li?§^®07^;WA-e^SL-C^Tfc«tV^L, Ziz 2 £Jl±?>Jf -?&SLTV>T 
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iz$%2tiz> 0 z<Dum&. *m&%%>m.mmizmmh mm 
mvxozmmL nmu mmu wum&%tx^xi>£\,\ 

2,868,691 ^rH «fc Z?Wl% 3,095,355 "f-Kp L < lBffc£ *VC V>£ 0 

15 ft) ^#**„ *Mfc»k 
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N-yf-^-N- [ (2' - (1- (2-v7yxf;l/) -f h 7 V--*- 5 ->f 
AO -1, 1' -tf7jc-;i/-4 -4*) **-A0 AJWUfR 



5 T^rf^^OT^T^ -1 5*C-eH; (8 4mg) <D&<\k)*TU> 

(1.5 ml) MIC If Vv> (0.07 ml) «rJjPx.7tm. 2 -fc Kn*->-3 -7 
x-;V7*n/0®!.^f;i/X7f;V (I5 2mg) <tfsAc*1-Vy (2ml) ^ 

[ (2' - (l- (2-v7>'xf;V) f h7 % /-A'-5-'f;V) -1, 1' - 
10 tf7i-;l/-4 -'f AO *f-A0 7r/-M (2 9 8mg> 6-184086 
-t$*ffl«\ 1 BWLik&fa) £ «fc ^ h 'J xf;V7 5 > (0.22 ml) ©f f 7 

tK0 77> (5ml) MK^a-CiHlx., 3 Qfr®mWLtz 0 

15 v^77^- (^^r-9-> :«^;w=2 : l-i : l) till, TiB%& 
M^-t-^^M^* (2 9 5mg) 
TLC:Rf 0.36(A^t>:^xfjl/=l : 1 )„ 




CN 
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N, N-fcfX (2-t Y^Z/iJ)V^=-)V^)V) -N* -y^;v-N* - [ (2* 
- (1- (2-y7/xf>) ff7^V-5->f;V) -1, 1' -fcf7*- 



T;l/rf>^#a^T> N-rf-^-N- [ (2' - (1- (2-yjyif 
» t~ h y V — ^ — 5 — 4 fr) -l, l' -tf7x-;i'-4--f;w) ^^^] * 

^WHn'J K (3 0 Omg, #fl¥ 6-184086 f^it, 3 E*rtfc£- 

%) UN, N-fcf* (2-t Y^vUfrX-frz.J-fr) T5> -ftBEiS (2 6 7 
10 mg) co^^-lf > (5ml) MiSi^hV^f-^T^^ (0.33ml) tin*., 

1 : 2) -C»|gL, TIB^14ffi*^rl-^^mk^2 7 3mg) 
15 TLC :Rf 0.33 (^^V : ^f^= 1 I 3) „ 

N-7f-;V-N- [ (2' - (lH-fb7/-;v-5-^^) -1, 1' -tT 
7x-;i/-4 - ^f-rt'] #;wu l 2 -7 

20 x-A'ifJl/X^fil/ 



5 
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N-NH 



yivrSv U *%m%T, 1 -?»LitM (295mg) <DrYy^ 

YW7yV (2ml) iti:, MMXl, 8 -^T^tfv^u [5. 4. 0] 9 
(0.09ml) tJjOx., mfiT--M^LfCo RlSffi^a* 

77^- (IN*-**-*) U T»^'dl : Sr^r1-^«Wb^ (2 4 2m 

g) *f#£o 

TLC:Rf 0.25 (Bt^f-^) o 

10 

m m i (i) 

N, N-t£* f^fv*;l/**-^xf;i/) -N' -^f-^-N' - [ (2' 

- (1H-T V 9^-^-5 -4 fr) -1, 1' -lf7ac^.;i/-4 -4 )\<) 
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N-NH 



TLC:Rf 0.56(*Hfc*^> I *?S-)U= 1 0 : 1) 0 

mm m 

N-^^-N- [ (2' - (1 H-x h9/-*-5-'f^) -1, 1' -If 




10 N-" N Na 

cc-e, ll&m^tf&Lfcfl^ (l 5 Omg) <o\, (2 

m 1 ) mmz 1 N-^mti- y vvj»&®wl (0.3 m 1 ) zm*.. ms&m u 

Tmo&m*%?2>*?kWft&yd (9 3mg) ZWzo 
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TLC:Rf 0.56(?nn*;l/A : ^ ?;-)V : ft$=5 0:511); 
NMR (ds-DMSO) : 8 7.58-7.45 (1H, m), 7.45-7.1 1 (8H, m), 7.10-6.93 (4H, ra), 
5.19-5.05 (1H, m), 4.48-4.20 (2H, m), 3.66 (3H, s), 3.25-2.95 (4H, m), 1.50-1.05 (4H, 
m), 0.80 (3H, t, J=8Hz) 0 



N, N-fcfX (2-* h*v#;i/**-;i/x-^;i/) -N' --fj-jv-n' - [ (2' 
- (1 H-x h57-*-5 -4 *) -1, 1' -tf7x-;i/-4-'f ^x 



^JfefO 1(1) -CM Lfcfl?frft*Safctt 2 fc EM*«>*ftfctt-f£ * K J: 0 » 
TLC:Rf 0.50(^on*;l/A : p< ^y-;U=9 : 1) ; 

NMR (dj-DMSO) : 8 7.55-7.48 (1H, m), 7.41-7.26 (3H, m), 7.05 (4H, s), 4.25 (2H, 
15 s), 3.55 (6H, s), 3.45-3.15 (4H, m), 3.03-2.88(2H, m), 2.58-2.43 (4H, m), 1.50-1.08 
(4H, m), 0.84 (3H, t, J=7.0Hz) o 

1) )• P P A R x »«:fflv^;^y 7x 7-tf7 •b^W^Mi 




N-N Na 



37 



WO 99/12534 



PCT/JP98/03930 



f^ym-* (TK) 7 f n^-^-tETO^v'7x7- V&&&ti6k*9 
? — b LT, PicaGene Basic Vector 2 (Mfc, ^#^f 13 9 O ^ No. 309- 

04821) *^7x7- IfWjSit^tKJOfflL, TKyo^-^-^^OpTK 
p (?u>Tv9tt, iJ 9 d ? No. 6179-1) ^^^/horn^-? 
5 LT TK 7*nt-?- (-105/+51) £ETO;i^>7 i y ~^ik^$k^9 9 - 
pTK-Luc.£ftj£L£o TK yn^-^-iitlc^o^^S^-C^^G a 1 
4ge<7>ffrg@By!K UAS £4®M0&L£x>^V^--@5?!l£!fAU 4xUAS- 

tk-luc.^^l, u$-?-mm?-t Ltzo &TKm^tz*>»>y— &m (bb 

10 

mm^l : Ga 1 4S£J&&&m^&L£xwN^-g£?iJ 
5'-T(CGACGGAGTACTGTCCTCCG) x4 AGCT-3' 

S^tG a 1 4SaoDNAig^^O*;w^i>^3g«p9^:§#fc h P 

15 p a r 7 %®&.<o y *r > m&m*mit $*tz y %®&.m& * * 

^9 ?-Z$XT<r)£lKtt.$uLtz 0 t*t>*>. PicaGene Basic Vector 2 (MS&, 
MWJ>*1±, *^D^No. 309-04821) 1X7*0^-^ 

20 G a 1 4Se^)DNAigr^^ 1 #§^£> 1 4 7#i * TO 7 < J &gB#!£ 

5DNA^7l/-A^ <td{-ii^LX, PicaGene Basic Vector 2 <0 

ri^fl < , thPPARy V if y m&ffi$WT 5. J 

25 li SV40 T-antigen fi^^^v^t >K AlaProLysLysLys 
ArgLysValGly (KflHH"2) fcfiU 

m-7xeb-7, TyrProTyrAspVa lProAspTyr 
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Ei«ppAR r gmfaw) ny m^mvLt Lxm^tzm^m^mn, r. 

Mukherjee h (J. Steroid Biochem. Molec. BioL, 51, 157 (1994)#M) ^ M E. Green 
h (Gene Expression, 4, 281 (1995)#HS) > A. Elbrecht h (Biochem Biophys. Res. 
5 Commun., 224, 431 (1996)#B? ) ) itziiA. Schmidt h (MoL Endocrinology, 6, 1634 
(1992)#H*0 iZX<Omm^fltzM VP? A . R£^©*gJfctto» £ , 
thPPARyV^VKSW.'Se r "6_ Ty r 478 £ 3 - DNA£ 

£^£X&L*:Ga l 4SfiODNA^^ l#Brt>*> 1 4 7#g£-CO 
10 T 5 7 $E?iJ £ n - K1" S D N A * S&igH 9 9 — &#-£TfilSEL;fco 
2) t: r- PPARy^|?#»f;;Vy7x7- tfTyfe'f 
*g£*fflEi: LTffiW.: cv-l HWftCloTllUco 1-£fc*>> ^ 

^vrJ^>f-^;i/^ (DMEM) Wfl&Mff (GIBCOBRLtt, tf^O^No. 
26140-061) fc&ilgl 0%fc&& XitZffiML. SMc&iiBE5 0 U/m 1 
15 ay V > G J: 5 0 ^ g/m 1 H^y h T^f y V^jDife^iCT, 5% 

^$#XtK 3 7"C-e^*L7t„ 

l/#-*-itts^ Gal4-PPARHS^^ ^-WMDNAt^i«rt^SA1- 
* h7>X7x?y3>C^Ui|)|tfftl 0 cmdishCC2 x 1 0 6 ceUslStt 

L-asl, M^-g-i^v^m-e-il^^^ifet^ H4Mlkl 0 m l *m 

20 X.£o Utf- 9 -Sfg^ 1 0 ft g , Gal4-PPAR SHI'** 9 -0.5 ^ g t 
LipofectAMINE (&&£, GIBCOBRLtt, # ? O ^ No. 18324-012) 5 0^ 1 
< U ±|Big# dish Lfc. 3 7 ICC*** 5-6 B#«lt> 10ml 
©it^H^Bifilfi (GIBCO BRLtt, iJ 9 n 9 No. 26300-061) 2 0 
*ifll*.fc. 3 7*C?-|!f&i&*Lfc&, 115: \ V 7*>»Ifc J: oT*i?t 

25 8000 cells/ 10 0ml DMEM- 1 0 %»ifitii/well OM^-C 9 6^fU~ 

hwrawu mftmmLfflMtfttMLtztz, &.%mv>2femmi&tt* 

3&E^JBv»Mfc£*WDMEM-l 0 1 0 0^1 £«L£o3 7*C 
•C4 2miU MoT;^7x7- t£?St££«i5£L 
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mt-C^^mnMMit^ YW)?V> (Cell, 83, 863 (1995), Endocrinology, 
132, 4189 (1996)£ XlfJ. Med. Chart, 22, 665 (1996)#M) 1 0 MffiMftOfr v 
7x7- tr?£1$£ 1.0 £ L££ l©ffltfflv^M^W«14*Il fc* 



*1 





1 Lfc*£©ffl*ttStt 


fb£4&3<a ! 


0.2 8 


fb-S-^ 5 o 
}> »; 7 a& . 


0.2 0 


6 o 
^MJ^Ajg 


1.0 0 


fb^ 8 <D 

•T Y V 7 A& 


0.4 5 


fb£-% 9 © 
^hV7A& ; 


1.10 


fb£-$j io© 1 


0.4 5 


fb-^fe 1 1 © 
i-Y V^A^ 


0.2 5 


l 2 © 


0. 1 5 


1 3 o 


1.0 0 


fb^ 14© 

y *a:£ 


0. 1 0 
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C57BlVKsJ-db/db (10E) * 8 ZMffiO'f ftfOWfcft 

^o7t^> mmzm&Ltzo mmmms (ob) , i»«iu 

#£K2fctf <S#*t*frfcv\ SB* 0 1 4 Bram^-C^HWTfflv^^®* 
5 1 B llIvgPfi4 (1 0 Omg/kg/day) fcfrfcV\ gfcfefcH (1 5Bg) 

^-^;v»T«««j:f>^»LTjiii^jitg mmmmm (ffa) x 

K (TG) ) tmfeLtZo *S3l£iE2&Cjjcto 

0:2 



FFA TG 
(mg/dl) (mg/dl) 



3 y \ n 797±201 79±28 

it&m 6 © 

^>V«5rAtt 575±113 51±34 

(I00mg/kg/day) 

10 

mmm] 

*#^rt*«BWi o <>«****:. 

15 • N— (2-n^>7x^l/) — N' --r^-N* - [ (2' - (lH-f 



•J-M?A£ 1 o. 0 g 

•ait^'Ja-W^^A (JH8H!) 0. 2g 

•^fTV^vny-JA GBrfcffl) 0. lg 

20 -I^B^-t^D-^ 9. 7g 
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mm 

i^ro^m^^mz x u^Ltz®, mmtmz iiau 5 m 1 to, 

5 • N— (2-* F+v7i-^) — N' - [ (2* - (lH-f 

h^V-^- 5 -4 )V) -1, 1' -t*7x^-4-'f^) ^^^] $P7- 

•*-hV?A& 2g 

•■7>-»;h 5 g 

• 1000 m 1 

10 
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5 [5S*K Ait 
1) 

2) 0 1-77^1/^ itz\i 

3) C 2~6 7;i^-W^£g;bU 
R Mi 

10 i) Arf%%i&Zmt>t®&, 

1 ) C l ~ l 4 7;w+;u^ 

2) C2~67^-;^ 

3) C2~67JK-JH, 

4) ^ny>^. Cl~4 7;i/^ C2~6 7;^-;HJ^:I4C1 
15 ~4T;Wn^v^>P>M^^tLi, 1 ^7tl±21i^em*-Cgm?tlT 

v>T*> iv^C 3 ~ 1 4 OijL«£{±#^$^2/c Ji^l&#D^M^ 

5 ) mmm=?-z itKmtm** i 4-7 i^»at n^^g 

20 ii) Ari*C l-7T)l'*U>&ttz\±C2~67P>r-l'>&*%t>1rWi&, 
1) ^ny>Jg^ 

2) 

3) C l-4 7;^^ryl, 
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4) 7x^yl, 

5) Cl-4 7mf*3t, 

6) T^S, 

7) -OCOR 4 ! R 4 liC 1-4 7***g£^fc>-F„ ) , 

5 8) -OCOOR 5 ^ R 5 Ji^»*7tliCl~4 7;P^^*^^ 

frto ) > 

9) KurvWfis C1-4 7WI, C2-6 7*$--*gSfcttC 1 

~4 7*3*~>g^3I;lR$ft&, l *fctt2«©mft3t-ciUft$*i , r 

10 ££l± 

1 0) ftSS^fcttftjSrSi** i*^1-S4-7^©*Hl©^7 t o5[l*a 

XMi 

i) ternm^ Ota 

15 2) tfjWTFfc^fcU 

1) -NR 2 -&, 

2) mtm=f-*iit>u 

R 2 li 

20 (l)*»KiK 

(2) C 1-4 7***36, 

(3) C 2-67*^-*^ 

(4) C 2~67**-*S> ttztt 

(5) Tlfi(i) - (vi) frbm$iZtl2>l®<D&'1*W&21Xt:C 1-47* 
25 C2~6 7**--*& $fcttC2~6 7**-*£*£fcL: 

(i) -COOR 6 ^ R 6 li**jKiF\ C 1 -4 7****. 

- (CH 2 ) „ 2 -CONR 7 R 8 l R 7 fcJ:tfR s tt**i^*i8i:£ 
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tRHmmtzgmw^t-mzzvx. - (r 9 ) ml & r 9 

5 7l«Of^(?)AfDf^^L, n 2lil~4^ic*^t>1- 0 ) 

) , 

(ii) -CH 2 OR'°I m*. R ,0 l±7k*ilH\ C 1~4 7**/U3fc*fctt 
-COR"i R 1 1 (i C 1 — 4 T^^Sfc^fcto ) *^t>-r o ) , 

(iii) -CONR l2 R 13 I R'^Jr^R^i^ft^ftMLT, tMI 
10 0 1- 4 7;^;^ - (CH 2 ) b3 -COOR ,4 & 

R'MijjcJWTf-SfcttC l~4 7M;^it)L, n3lil-4©i 
mmt>to ) > Jfcfct- (CH 2 ) „ 4 -CONR 15 R 16 i (*«K 

R l5 tR l6 fiH^1--5a^^t-^{c^o 
15 T, - (R 1 7 ) m2 & R^ii^HS^tfettC l ~4 7;^;H 

^^££-ff 3 i^ttS 4 ~ 7lO$aoMl©Af ogtfcgfc t > 
n4ttl~4 0ja»*^to1-. ) fc^fcU **v»|±, R 12 tR 13 {i^ 

to ) , 

(iv) 




25 
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5 t±i~3 <Dmkzmt>-r 0 ) . 

(v) Cl~4 7;^;i/I, C2~67;^-^IitliCl 

& <£ v\ c 4 ~ 7 omawi&fo t tz n^muoRmm, 

(vi) a^^H®^^1-^»4~7M^f-n^) „ 
10 R 3 (± 

1) -COOR 19 £ (£+, R 19 {±*^Ii»«£f±C l~4 7WMt) 
■To). 

2) 




COOR 20 £ 



15 (£*> R^li^KMfettC ) , 

3) lH-fF?'/-*-5-'f*i, ifcfcfi 
4) 




20 EJ± 

1) 
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-©- 

5 (l)^>4f>IR, 

(2MnU=?-Z 1 l^f 1 4 4 ~ 7 1<0 W^FI^ Af nf , ttzit 
(3 11@^t^4~7Mof.^/p|^0^f-n^^L, 
R 2 1 Ji, 

( i rtmmT. 

io (2)Ci~4 7;K;i/i, 

(4) C i~4 7;v*;i^ L *&, 

(5) tKK», 

(6) tKo^ry (Cl~4) 7;^;vi, 
15 (7)^ny>l^, 

(10) - hnl, 

(11) 7 

20 ... (12)^ y V tU * * 9 s 

(13) C 1 -4 7*****7 -f-fl'S, 

(14) C 1 - 4 7******-*3k 4fcWt 

(15) - J -R 22 * (S<K Jtt 
(i) ¥tt*\ 

25 (ii) C 1 -4 7fl/^PVl, ifcli 
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(iii)C l-47Ml/VWiiSi>U 
R 22 l± 

(i) -COOR 23 & R^tt**®*, C 1-4 7***36, 

*£{*-CH 2 CONR 24 R 25 & (&*, R 24 &£TfR 25 &Zft 
fWU, **®«fcttCl~4 7***£*£ttr*-. ) 
*&irf . ) , 

(ii) 

XOOR 23 



T 



OH 



10 (iii) 



Y 



COOR 23 



O 



(iv) 



"OH 

15 O 



Y"> 



(v) -CONR u R 27 $ (g*. R 26 {±7K^^i^{iC 1 ~4 
7***3£*£;bU R 27 «*M^, CI -4 7***36 
20 t7ttt-CH 2 COOR 28 ^ R 28 fi^Wf fcliCl 

-4 7***36***>t.-) *^toi-o ) *£*>U 
m4{il~30g&£^fcto 

fc/fU m4**3*&fc1i&£*cUU 3H<7>R 21 ^i: <Mc- J -R 22 &£ 
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&fcU *<0&*<DZ®<DR 22 tf-COOR 23 & R 23 f±miBt 

\ XOOR 23 



(2)C 1~4 7;HW>1, 

C l~4 7^3^>i, -OCOR 32 & R 32 «iC 
^^^r^fe-fo ) > -OCOOR 33 ^ R 33 ti> C 1 - 4 7 

/l/*/i/£*£fc*o ) £fctt-COOR 34 & R 3 4 fiTfc^iE^. 

SfctiC 1 -4 7A/*^^i)t. ) ^^Iffi^S, l££tt2 
tt TV* X i> X v>C 3 - 1 4 ©J£SR£ £ \±&m. OHfO 

(4)C 2~6TA'l--]s>&imt>L, 




R 23 timistrai:it^^to ) > 

\ XOOR 23 




2) 
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R 29 i± 

i) LlW|Ufrfr**fe*»£\ 

( 1 0e£g?\ 
(2)C 1 ~ 1 0 7;H^|, 
5 (3)0 2-6 7^-;^ 

(4^ny>Bf, C2~67;^-;vi, Cl 

-4 7*3^i, -OCOR 32 g R 32 MfE£PJi:iti* 
=Sr^fe1"o ) „ -OCOOR 33 ^ R'MiftiBfcRtft** 
mt>? 0 ) 2£li-COOR 34 & R 34 iiflufStpg 

10 mt>to ) ^t>jI}R£*i£, 1 ££{±2«-CM&S*vrv>-c<>«J:v> 

C 3 ~ 1 4 ©#SJ £ tt&Mvmi Z tz li^^RII, i £ «± 

ii) LKl~4 7;^l/>S, ^ny>JiB\ Tfc^. Cl-47^ 
15 C2~67^-;l/S, 0 1-47^3 + ^ -OCOR 32 

m R 32 ^^^^!:^!*?:^^) , -OCOOR 33 I(I 

4\ R 33 {±mEi:l^i:^i**^to ) itli-COOR }4 i(I^ 
R 34 MEfc|jgi:i§£i*£»1-„ ) tf^jtiRSfL^ 1 2iiO 

20 itz\i*muo$tmni m-em&ztitzc i~47^i/>i 

J tliC 2 ~ 6 ©7;l/^r- 1/ VS^Ifcfi^ 

( i y*m& 

(2) Cl-4 7^n*yi, 

(3) C 1~4 7;KW1, 

25 (4)-OCOR 35 S R 35 liC l~4 7^^;^^^-r o ) , 

(5) -COOR 36 & (&* % R^it&m+itzttC 1 ~ 4T 

(6) Any>^ C1~4 7;K;H, C2~67;l/t- 
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*^, Cl-47;V3^ryI, -OCOR 32 ^ (&+, R 32 «lu 
fE^C»tt)t. ) , -OCOOR 33 (36*, R 33 «fB 

tmtMtite&toto ) *£{±-coor 34 s (g+, R 3 um 

5 tt&£fiTv>-C*> Jrv^C 3 - 1 4 ©mm* fc tt#S*«)t&5fD 

*fctt*fc»©JSHISill, *fctt 
( 7 *£««»&** HH#£-r*> ifcttSSS^a* 

* 1 «r o«£;Tt * 4 - 7lO*i©Af oSSSr^fc) U 

R 30 ti, 

io (l *fctt, 

(2)C 1-4 7;^^^^ 

R 29 -L-tR 30 ^^^i:M^t^»M^ir^t-^^=5:oT, 

(1) C3~7y^D7^S, 

15 R 31 (i, 

( i )**k?\ 

(2) -COOR 37 S (36+, R 37 fi*«i\ C 1 - 1 4 7***36, 
C3~7->?07***&*fcli- (CH 2 ) n6 -CONR 3, R 39 i 

20 4 7***36*^fr1-tfN *S-V>I±, R 38 tR 39 J±^t^S^W 

fc-fcfcfcoT, - (R 4 °) m5 g (36+, R 40 tt*fSJK**fcfci 
C 1 ~4 7***g£^frU m5lil-3«*^fo ) ? 

1 * "To * fc ttg fc^ft 3 fl^frt & 4 - 7 * O 

25 *31©ft»0^ro||tfEi?t, n6ttl~4 0»aSr^fcto ) * 

(3) -CH 2 OR 41 I (36*, R 4, tt*HS^ 0 1-47***36 
*£{i-COR 42 & (36+, R 42 ttCl~4 7***£*m>1-. ) 
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(4)-CONR 43 R 44 i R^&XVR^ttZti-etimiLLX, 
A&^s - (CH 2 ) o7 -COOR <5 i m 

4<Dmm%t>to ) Ztzli- (CH 2 ) n8 -CONR 46 R 47 £ 
R^iJirfR^Ji^n-Ttt^LT. TfcM^tfcfiC 1-4 

r^^g^fc-f/K *)-svMi, r 46 tR^immtzmm 

^t-iWoT, - (R 48 ) m6 & R 48 tt, 

£ tzltC 1 ~4 T^^gfcafrU m6li l~3«*Ifc 

to ) «?iitv^, shot* i ztz\t2®, mmm^tmm 

"To ) *mt>to ) ^ Sfctt 



m.mfc+t mmm=f-z&n 3 & 4 - 7 n of-sto^m <d 

U m7l±l~3C0»^^t>1- o ) *&bU 
n5t±0££»il~4Og|$c£a*rfo ) Sr^fc-friN *>-2>VMi 
3) X 2 #-NR 2 -£*£fc1-fc£, EfcR 2 #*;fcfefc«£1-&S*gHF-fc--- 



(5) 
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— N^jj-(CH 2 ) m -R 31 

O 

nl Ji 1-4(7)^^^^1-0 ] 
10 -C^Sfi-MfcgUK Wb<D^#tt£, **ife.OBMW0ltt* ££{4^*i<b<7);fcfD 

m%®fcfrt ix&%?zw**i/y-&%mmmi4k$:®fcM®M (tits 

2. HR^: (I) T**$*l*fl:#»K:i3V»-C\ R'-AtF, Cl~107;^ 
15 ^&£fcl4C 2~ 1 0T»1r~A'&?t>&1t&lb> *tlh ZtlhO 

mam, itztt<ztib<D7mm%®fcfrt ixtt-tzmxommimww 

3. (I) X&ZiiZit&VlHZts^X, X 2 ri ? NR 2a g m*. R 2a «4 

20 xmrn*. mwmztz&cooR 6 *& (&*k R 5, ii*iififcttc i - 47 

JV^)vm^Ut>-t 0 ) XW.&Ztit:C l~4TA'*X'&*&;b1- 0 ) 2£{4®§l 
Sftiift^*, **t&©##tt8U ^tif>^^#jj|jj£ % £fci±*;ke>tf>#*D 
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4. (I) ?7FZtlZ>1k&®££^X, EW, 

1) C 1~ - 1 OTJV^Jl'i, 

2) AD^/If, C 1-4 7^^36, C2-67^-^, CI 
~4 7^3^>i, -OCOR 32 &, -OCOOR 33 ^^7t{i-COOR 34 ^ 

5 R 32 , R 33 i3J:tfR 3 <{i, fS^Of&ffl 1 -Cnttt 

to) *»fcitJRS*i** 1 *fc»4 2flo36^fi*$*i-Cv»T<> J:v»7*-JHfc6 
Jtf/^iCOOR 3 ^ R'tt**®** fctiC 1 ~4 7WiH^I 

*rf o ) -CM&SftfcC 1 ~ 5 7****, 

3) C3~7v^D7mi % £fcti 

10 4) 1 ttzi*2m<DR 21 *&-?W&$tlX^Xi> iV'7x^i R 21a 

jiR 21 * R 2 Mii»^(7)^Hi-eo^at^i:^^^i-o ) tnc& 
m*-oxi>x\,* 0 ) x&zit&m. ztihvimim, zKbvmtwz., ttz 
15 ***i/v-Ammmt&{t&miM9m (tztzt. ^M.&mim<o ) • 

5. -18& (I) X7F2tlZ>it&®)\Z£^X, Etf 

1) C 1-77*^S, 

2) 7i^/u&£'j:tf/*fcttC00R»£ RMl^JEfi^SfcttC 1 - 
20 4T)U*)V&*mt>to ) ti!ft$^Cl-57M^ 

3) C5~7i/^oT;l'^;^ 

4) C1~47W;H, Cl~4T;l'n + ->i, Cl~47Wfti, 
D^>S^ -hnl, -COOR 23a i R 23a W^^ Cl~4 
T^^r^ =Sra*>1- 0 ) frhMUtZtlb* l*tz\t2®<D&X'm&tlX^Xi>X 

b<Dimm*%%)$.frt LT^i-*»^0«H l^M4©v»r<t^fCiB«o 
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5 7 . i»#Of&H 1 ( I ) T?jS$*i44frfr*, 

m%&Tfik mmm. mm. ->>pd-ax, in^ro-Mg, ttan*# 

10 /J fcliV LD L 3 1'Xf D-fl/O^i, iiWI^'/Ko-AXOy^? 

8 . Htefc ( i ) -e* s *u& fb**, -f-tv & o«ttm> **i o&ttM, 
15 #k mn&TMis xifmrnm. mm. *s> kd-ax, in^fn-^M, 

9. (i) *tit><omm&. *tit><D®ftm&s 

1 0. N-T^-N- [ (2' - (lH-f h7/-^-5->f Jl/) -1, 

N, N-fcT* (2-j* h*S/*;M*-.»/x?-;i/) -n' -T^A'-N' - [ (2' 
- (1 H-t h?V-/U-5 — f*) -1, 1' -^7x^-4-^^) 
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mm 

Sequence Listing 
<110> ONO Pharmaceutical Co. .Ltd. 

<120> Control agent of peroxisome proliferator activated receptor 

<130> ONF-2762PCT 

<150> JP 9-245101 
<151> 1997-09-10 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
<400> 2 
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Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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